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DETAILED ACTION 

The preliminary amendment dated 03/10/2004 has been received. Claims 11-14 and 17- 
61 are cancelled. Claims 1-10,15 and 16 are pending and under consideration in the instant office 
action. 



Priority 

Applicant has not complied with one or more conditions for receiving the benefit of an 
earlier filing date under 35 U.S.C. 120 as follows: 

This application is claiming the benefit of a prior filed nonprovisional application under 
35 U.S.C. 120, 121, or 365(c). Copendency between the current application and the prior 
application is required. 

The instant application claims priority to USSN 10/046180, which was abandoned on 
08/01/2003. The instant application has an actual filing date of 03/10/2004, which is after the 
date of abandonment for 10/046180. Furthermore, USSN 10/046180, filed as a reissue, was 
never established as a complete application and did not issue. 

The instant application also claims priority as a divisional of 10/014,511, filed 
12/14/2001 and abandoned 03/12/2004 and which is a continuation of 09/770,496, filed 
01/29/2001 and abandoned 01/08/2004. 09/770,496 claims priority as a non-provisional of 
provisional applications 60/001,796, filed 08/02/1995, and 60/111,291, filed 12/07/1998. 
However, the priority claim to the provisional applications is not granted under 35 USC 119(e) 
because the provisional applications, '796 and '291, expired prior to filing of the '496 
application. Therefore, the effective priority date of the instant application is 01/29/2001. 
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Specification 

The disclosure is objected to because of the following informalities: The pages are 
numbered with two different page numbers. 
Appropriate correction is required. 

Claim Objections 

Claim 10 is objected to because of the following informalities: Claim 10 has multiple 
sentences. The second sentence of the claim appears to be the text of original claim 11, which 
was cancelled by the preliminary amendment filed with the application. Claim 10 will be 
examined as though it reads only on the first sentence, as the text in the second sentence appears 
to be a typographical error. 

Appropriate correction is required. 

Double Patenting 

A rejection based on double patenting of the "same invention" type finds its support in 
the language of 35 U.S.C. 101 which states that "whoever invents or discovers any new and 
useful process ... may obtain a patent therefor ..." Thus, the term "same invention," in this 
context, means an invention drawn to identical subject matter. See Miller v. Eagle Mfg. Co., 151 
U.S. 186 (1894); In re Ockert, 245 F.2d 467, 1 14 USPQ 330 (CCPA 1957); and In re Vogel, 422 
R2d 438, 164 USPQ 619 (CCPA 1970). 

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in scope. The 
filing of a terminal disclaimer cannot overcome a double patenting rejection based upon 35 
U.S.C. 101. 

Claims 1-10, 15 and 16 are rejected under 35 U.S.C. 101 as claiming the same invention 
as that of claims 1-10, 15 and 16 of prior U.S. Patent No. 6,118,045. Claims 1-10,15 and 16 of 
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the instant application and of US 6,118,045 appear to be identical. This is a double patenting 
rejection. 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

(f) he did not himself invent the subject matter sought to be patented. 

The instant application is denied priority to 10/046180, filed as a Reissue patent 
application on 01/16/2002 and abandoned on 08/01/2003, prior to the filing of the instant 
application. The effective filing date of the instant application is 01/29/2001 (see above) as a 
divisional of 10/014511 (filed 12/14/2001) which is a continuation of 09/770496 (filed 
01/29/2001). Therefore, the instant claims are subject to art not available against the same 
claimed subjected matter issued as USPN 6,1 18,045. 



1) Claims 1-10, 15 and 16 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Reuser et al. (USPN 6,1 18,045, issued 09/12/2000). 
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Reuser et al. taught transgenic mice comprising a transgene comprising the a-Sl -casein 
promoter and enhancer operably linked to the human acid a-glucosidase gene and a secretory 
DNA segment from the acid a-glucosidase gene (col. 6, line 64-col. 7, line 17; col. 12, line 50- 
col. 13, line 37) wherein the transgene is expressed in an adult female or a female descendent 
thereof, such that acid a-glucosidase is processed and secreted by the mammary secretory cells 
into the milk of the animal (column 15, lines 52-59) as encompassed by claims 1,3 and 5-9. The 
milk was isolated from the transgenic mice and the acid a-glucosidase was recovered and tested 
for catalytic activity (column 15, lines 51-67) as encompassed by claims 10 and 15. The 
estimated specific activity of the acid a-glucosidase in the milk was as much as 1 1.3mg/L when 
an acid a-glucosidase cDNA was used in the transgene and as much as 3.3g/L when a genomic 
acid a-glucosidase DNA was used in the transgene (col. 16, lines 1-4) as encompassed by claims 
2 and 16. Reuser taught acid a-glucosidase is taken up by a mannose-6-phosphaste receptor 
present on muscle cells (col. 2, lines 9-21). Accordingly, Reuser taught all of the limitations of 
the claims. 

2) Claims 1-8 and 10, 15 and 16 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Bijvoet et al., [1998, Human Molecular Genetics, 7:1815-1824]. 

Bijvoet et al. (1998) taught a transgenic mouse whose genome comprises a transgene 
encoding human acid a-glucosidase operably linked to the bovine asi -casein promoter and a 
signal sequence for secretion (see page 1816, col. 2, paragraph 2; Figure 1 and page 1822, 
paragraph bridging columns). Acid a-glucosidase was secreted into the milk of the mouse in a 
recoverable amount up to 2 mg/ml (page 1818, col. 1, paragraph 1) and was demonstrated to 
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have catalytic activity (page 1818, col. 2, paragraph 3). The construct used by Bijvoet included 
all exons and introns of the acid oc-glucosidase gene, which would include the natural acid a- 
glucosidase signal sequence (page 1816, col. 2, paragraph 2). Bijovoet (1998) also taught a 
transgenic mouse comprising a transgene comprising Bijvoet acid a-glucosidase cDNA as 
required by claim 7 (page 1816, col. 1, paragraph 2). Bijvoet et al. (1998) demonstrated that the 
recombinant protein produced can be taken up by muscle cells (page 1819, col. 2). Bijvoet taught 
use of genomic DNA encoding acid a-glucosidase in making a mouse that secretes recoverable 
amounts of the recombinant protein. 

Therefore, Bijvoet et al. (1998) taught all of the limitations of the claims. 

3) Claims 1-3,5-8,10,15 and 16 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Bijvoet et al., [1996, Biochimica et Biophysica Acta, 1308:93-96]. 

Bijvoet et al. (1996) taught a transgenic mouse whose genome comprises a transgene 
encoding human acid a-glucosidase to the bovine as i -casein promoter and a signal sequence for 
secretion (see page 94, col. 1, paragraph 2; Figure 1). Bijvoet taught use of cDNA encoding acid 
a-glucosidase (page 94, col. 1, paragraph 2) as well as the use of genomic DNA (page 95, col. 2 
paragraph 3). Acid a-glucosidase was secreted into the milk of the mouse in a recoverable 
amount up to 1.5 |ig/ml for cDNA (page 1818, col. 1, paragraph 1) and more than 100 times that 
amount (at least 150 jig/ml) when a genomic construct was used (page 95, col. 2, paragraph 3) 
and was demonstrated to have catalytic activity (page 95, col. 2, paragraph 2 Table 2). The acid 
a-glucosidase cDNA construct used by Bijvoet included all exonic acid a-glucosidase 
sequences, which would include signal sequences. 
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Therefore, Bijvoet et al. (1996) taught all of the limitations of the claims. 

4) Claims 1-10, 15 and 16 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Reuser et al. (USPN 6,1 18,045). 

The applied reference has a common inventor with the instant application. Based upon 
the earlier effective U.S. filing date of the reference, it constitutes prior art under 35 U.S.C. 
102(e). This rejection under 35 U.S.C. 102(e) might be overcome either by a showing under 37 
CFR 1.132 that any invention disclosed but not claimed in the reference was derived from the 
inventor of this application and is thus not the invention "by another," or by an appropriate 
showing under 37 CFR 1.131. 

The subject matter of claims 1-10, 15 and 16 are taught by Reuser et al. (USPN 
6,1 18,045) as set forth above in the rejection under 35 USC 102(a). Accordingly, Reuser teaches 
all of the limitations of the claims. 

5) Claims 1-10,15 and 16 are rejected under 35 U.S.C. 102(f) because the applicant did 
not invent the claimed subject matter. 

The subject matter of claims 1-10, 15 and 16 are taught by Reuser et al. (USPN 
6,1 18,045) as set forth above in the rejection under 35 USC 102(a). Accordingly, Reuser teaches 
all of the limitations of the claims. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

1) Claim 9 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bijvoet (1998) 
as applied to claims 1-8 and 10, 15 and 16 above, and further in view of Archibald (WO 
90/05188). 

As set forth above, Bijvoet et al (1998) taught producing acid ot-glucosidase in the milk 
of transgenic mice using an acid a -glucosidase transgene derived from genomic sequence as 
well as a cDNA encoding acid a -glucosidase. 

Bijvoet (1998) did not teach use of a genomic-cDNA hybrid wherein some but not all 
intronic regions were used in the construction of the cDNA. 

However, Archibald taught that use of introns can increase transcription efficiency of 
transgenes in transgenic mice (page 3, lines 14-29); however, use of cDNA sequences are 
beneficial because they are smaller and easier to manipulate (page 3, lines 7-12; page 4, lines 3- 
34). Archibald taught that high yields can be obtained from smaller constructs by using some, 
but not all, introns (page 5, lines 30-32). 

It would have been obvious to combine the teachings of Bijvoet et al (1998) with those of 
Archibald to make a smaller acid ot-glucosidase transgene comprising some, but not all intronic 
DNA. One would have been motivated to use a genomic-cDNA hybrid in the making the mice of 
Bijvoet et al. (1998) because Bijvoet taught that use of a transgene comprising acid ot- 
glucosidase cDNA sequence results in a much lower yield than use of genomic sequence in the 
transgene (page 1816, col. 1, paragraphs 2-3), however, use of the full genomic sequence results 
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in a very large construct that had to be manipulated to remove certain restriction sites (paragraph 
bridging columns 1-2 at page 1822). 

One would have a reasonable expectation of success in combining the teachings of 
Bijvoet with those of Archibald because all of the molecular techniques to make the hybrids 
were well-established and because success, all be it low, had been met using a construct 
comprising only acid a-glucosidase cDNA while great success had been obtained using a 
construct comprising only acid a-glucosidase genomic DNA. 

Therefore, the claimed invention would have been prima facia obvious to one of ordinary 
skill in the art at the time of the invention. 

2) Claim 9 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bijvoet (1996) 
as applied to claims 1-3,5-8,10,15 and 16 above, and further in view of Archibald (WO 
90/05188). 

As set forth above, Bijvoet et al (1996) taught producing acid a-glucosidase in the milk 
of transgenic mice using an acid a -glucosidase transgene derived from either the genomic acid 
a -glucosidase sequence or from the corresponding cDNA. 

Bijvoet (1996) did not teach use of a genomic-cDNA hybrid wherein some but not all 
intronic regions were used in the construction of the cDNA. 

However, Archibald taught that use of introns can increase transcription efficiency of 
transgenes in transgenic mice (page 3, lines 14-29), however, use of cDNA sequences are 
beneficial because they are smaller and easier to manipulate (page 3, lines 7-12; page 4, lines 3- 
34). Archibald taught that high yields can be obtained from smaller constructs by using some, 
but not all, introns (page 5, lines 30-32). 
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It would have been obvious to combine the teachings of Bijvoet et al (1996) with those of 
Archibald to make an acid a-glucosidase transgene comprising some, but not all intronic DNA. 
One would have been motivated to use a genomic-cDNA hybrid in the making the mice of 
Bijvoet et al. (1996) because Bijvoet taught that use of cDNA only results in a much lower yield 
(page 95, col 2, paragraph 3)in comparison to use of the full genomic sequence, which would 
result in a much larger results construct that would be more difficult to manipulate (see 
Archibald). 

One would have a reasonable expectation of success in combining the teachings of 
Bijvoet with those of Archibald because all of the molecular techniques to make the hybrids 
were well-established and because success, all be it low, had been met using a construct 
comprising only acid a-glucosidase cDNA while much greater success had been obtained using 
a construct comprising acid a-glucosidase genomic DNA. 

Therefore, the claimed invention would have been prima facia obvious to one of ordinary 
skill in the art at the time of the invention. 
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Conclusion 



The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. Deboer et al (WO 93/25567) in view of Martiniuk et al. (DNA and Cell Biology, 
1992, 1 1(9), 701-706) are relevant to the instant invention because they provide the teachings 
and motivation to carry out the claimed invention. However, in light of the teachings in the 
specification with respect to the unpredictability that recombinant human acid a-glucosidase 
would undergo proper post-translation processing and secretion from mammary cells (page 4, 
lines 10-20), it was unexpected that the combination of these references would result in the 
production and secretion of a functional acid a-glucosidase into the milk of the transgenic 
mammal as claimed. 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Valarie Bertoglio whose telephone number is (571) 272-0725. 
The examiner can normally be reached on Mon-Thurs 5:30-4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla can be reached on (571) 272-0735. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-2 l>9WMoll-^ee). 
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